Fat mass and tissue distribution change dramatically throughout life. Fat depot sizes reach a peak by middle or early old age, followed by a substantial decline, together with fat tissue dysfunction and redistribution in advanced old age. These changes are associated with health complications, including type 2 diabetes, atherosclerosis, dyslipidemia, thermal dysregulation, and skin ulcers, particularly in advanced old age. Fat tissue growth occurs through increases in size and number of fat cells. Fat cells turn over throughout the lifespan, with new fat cells developing from preadipocytes, which are of mesenchymal origin. The pool of preadipocytes comprises 15 to 50% of the cells in fat tissue. Since fat tissue turns over throughout life, characteristics of these cells very likely have a significant impact on fat tissue growth, plasticity, function, and distribution. The aims of this review are to highlight recent findings regarding changes in preadipocyte cell dynamics and function with aging, and to consider how inherent characteristics of these cells potentially contribute to age-and depot-dependent changes in fat tissue development and function.
Introduction
Fat mass, distribution, and function undergo dramatic changes throughout the life span (Flegal et al., 1998; Kirkland et al., 1984; Kirkland et al., 1997) . Fat mass reaches a peak by middle or early old age (human 40-70 years; rat 17 months), followed by a substantial decline in advanced old age (human > 70 years; rat > 24 months) (Figure 1 ). However, the observed decrease in total body fat with old age (Ravaglia et al., 1999) , does not coincide with a decline in percent body fat, which may remain constant or increase (Kehayias et al., 1997; Petersen et al., 2003) . The age-associated decline in sizes of adipose depots is accompanied by the accumulation of fat outside adipose tissue and loss of lean body mass (particularly muscle). Because of this, the proportion of body mass that is within fat depots remains constant. Ectopic fat accumulation occurs in bone marrow, muscle, liver, and at other sites, potentially contributing to agedependent dysfunction of these tissues (Rosen and Bouxsein, 2006; Slawik and Vidal-Puig, 2006; Unger, 2005; Tchkonia et al., 2006a) . For example, age-related fat infiltration in bone is associated with reduced mineral density and in muscle with development of insulin resistance, glucose intolerance, and decreased functional capacity (Hicks et al., 2005; *Contact information: James L. Kirkland M.D., Ph.D., Boston University Medical Center, 650 Albany St., Boston, MA 02118, Ph: 617 638 6017, Fax: 617 638 7124 2004; Slawik and Vidal-Puig, 2006) . Thus, in old age, there is less fat where it should be and more fat where it should not be, with potential clinical consequences.
Different fat depots undergo changes at different rates with aging . For example, with increasing age, retro-orbital and peripheral subcutaneous fat tend to be lost first, whereas visceral fat tends to be preserved (Chumlea et al., 1989; Hughs et al., 2004) . A high ratio of central to peripheral fat is associated with insulin resistance and increased risk of atherosclerosis and diabetes, even in lean subjects (Cnop et al., 2003; Kahn et al., 2001) . Therefore, the earlier loss of subcutaneous fat and consequent relative increase in intraabdominal fat with aging could predispose to metabolic dysfunction and related health complications (Depres, 2006; Lakka et al., 2002; Slawik and Vidal-Puig, 2006; Unger, 2005) . This indicates that depot-specific changes in fat tissue function with aging may contribute to development of age-related metabolic disorders.
The major role of white adipose tissue is to store lipids. To do this, adipocytes convert circulating cytotoxic free fatty acids into less damaging neutral triglycerides, thereby protecting other tissues from their lipotoxicity (DeFronzo et al., 2004; Tchkonia et al., 2007) . Agedependent lipotoxicity is related to a decrease in adipose tissue capacity to store free fatty acids (Slawik and Vidal-Puig, 2006) . The resulting lipotoxic environment is detrimental to nonadipose tissues. This may contribute to systemic lipotoxicity, and the increased prevalence of metabolic syndrome in older populations. Metabolic syndrome, a constellation of diabetes, hypertension, dyslipidemia, atherosclerosis, and visceral obesity, affects from 24 to 40% of individuals in their 60's and 70's (Rodriguez et al, 2005) .
What is behind fat tissue dysfunction with aging? Are depot-specific, age-related changes in fat tissue solely attributable to microenvironmental influences, such as regional variation in the abundance of non-adipose cell types (e.g., macrophages, endothelial cells), anatomic constraints, circulation, and innervation? Is the variation in aging depots due in part to changes in the inherent properties of adipocytes? The potential role of intrinsic properties of adipocytes and their precursor cells, preadipocytes, in age-related changes in fat tissue function will be addressed in this review.
Depot-dependent variation in fat tissue cell dynamics
Aging is associated with substantial redistribution of fat tissue among depots. The volume of subcutaneous fat declines first, followed much later by loss of fat in visceral depots, resulting in redistribution of fat from subcutaneous to visceral depots from late middle age until the 80's or later. It appears that the amount of visceral fat may be a more significant risk factor than BMI by itself (Bryhni et al., 2005; Zamboni et al., 2005) . Since fat cell size and number are related to insulin sensitivity, glucose and fatty acid uptake, and cytokine release, changes in function and cellular composition of fat tissue might lead to changes in metabolic state and subsequent clinical complications (Smith et al., 2006) .
The age-related decline in fat depot size is a result of decreased adipocyte size and not a decrease in cell number, since new cells appear to be formed throughout the lifespan and fat cell number remains constant or increases in old age (Figures 1 and 2) . Preadipocytes are a substantial component of fat tissue, accounting for 15 to 50% of all cells (Kirkland et al., 1994; Kirkland et al., 1997) . Preadipocyte gene expression and secretion profiles are distinct from adipocytes. Preadipocytes are capable of strongly influencing fat tissue function in their own right (Tchkonia et al., 2006b ). For example, preadipocytes can secrete PAI, IL-6, and other proinflammatory cytokines and chemoattractant proteins to a greater extent than fat cells, affecting fat tissue cellularity and function . Preadipocyte capacity to replicate and differentiate declines with age ( Figure 3) (Karagiannides et al., 2006; Kirkland et al, 1997) . The age-related changes in preadipocyte cell dynamics could, of course, be a result of extrinsic factors, including hormonal milieu, presence of other cell types, innervation, anatomic constraints, and circulation. Recent experiments demonstrated that preadipocytes isolated from young and old rats, cultured in parallel under identical conditions, retain age-dependent cell dynamic characteristics, indicating the involvement of cell-specific, inherent mechanisms in these changes (Karagiannides et al., 2001; Karagiannides et al., 2006; Kirkland et al, 1997) . Preadipocytes cultured from old animals demonstrate a decrease in lipid accumulation, lipogenic enzyme activities, and changes in differentiationdependent gene expression (Djian et al, 1985; Hauner et al., 1989; Gregerman, 1994; Karagiannides et al., 2001; Karagiannides et al., 2006; Kirkland et al., 1984; Kirkland et al., 1997; Kirkland et al, 1990; Wang et al, 2001 ). The same age-related changes are evident in colonies derived from single cells after several weeks ex vivo (Kirkland et al., 1990) . These findings support the hypothesis that inherent properties of preadipocytes contribute to changes in growth and function of adipose tissue with age.
Regulation of Adipogenesis
The process of preadipocyte differentiation (Figure 2 ) is initiated or promoted by exposure of the preadipocytes to nutrients, hormonal effectors such as insulin, glucocorticoids, and IGF-1, and paracrine and autocrine effectors, including free fatty acids and cyclic AMP Unger, 2005) . These signals activate pathways that modulate the expression and activity of a set of adipogenic transcription factors that, in turn, impact expression of a couple of thousand downstream differentiation-dependent genes (Kirkland et al., 1997; Perera et al., 2006) . Adipogenesis is, to a large extent, under the control of two transcription factors: CCAAT/enhancer binding protein α (C/EBPα) and peroxisome proliferator-activated receptor γ (PPARγ) (Figure 4 ) (Wu et al., 1996; Wu et al., 1999; Zuo et al., 2006) . C/EBPα and PPARγ are involved in transcriptionally transactivating adipose-specific genes, including adipocyte-specific fatty acid binding protein (aP2 or fatty acid binding protein 4), adiponectin, fatty acid synthase, leptin, and glucose-specific transporter 4 (GLUT4), resulting in acquisition and maintenance of the fat cell phenotype (Gustafson et al., 2003; Kirkland et al., 1997; Wu et al., 1999) .
C/EBPα is a member of the basic region leucine zipper (bZIP) family of transcription factors that includes other C/EBPs, cAMP response element binding protein, and activating transcription factor 2. C/EBPα acts on gene expression by forming homo-or heterodimers that transactivate CAAT response element-containing genes. Antisense C/EBPα-treated preadipocytes and C/EBPα null mice are incapable of adipogenesis, underscoring the importance of C/EBPα in fat tissue development (Lin et al., 1992; Lin et al., 1994; Wang et al., 1995) . The other key transcription factor in adipose tissue differentiation, PPARγ, is a nuclear receptor belonging to the superfamily of receptors that includes the retinoid, thyroid, and steroid receptors (Chawla et al., 2001 ). Ligand-activated PPARγ forms a complex with the retinoid X receptor α (RXRα) and its ligand. This complex transactivates differentiationdependent genes. The extent to which PPARγ coordinates the expression of genes directly or indirectly in adipogenesis has been demonstrated through gene array analysis of human preadipocytes in which PPARγ expression has been reduced, significantly blunting changes in expression of downstream genes (Perera et al., 2006) . As with C/EBPα, small interfering RNAs (siRNAs) against PPARγ suppress differentiation of human preadipocytes (Xu et al., 2006) . Furthermore, inhibition of PPARγ activity in 3T3-L1 preadipocytes by exposure to a potent and selective PPARγ antagonist or negative regulators, such as FOXO2, blocks PPARγ-induced adipogenesis (Davis et al., 2004; Zuo et al., 2006) . Interestingly, PPARγ2, an isoform of PPARγ, is capable of inducing adipocyte differentiation in C/EBPα −/− fibroblasts and activating adiponectin expression in response to thiazolidinedione treatment in the absence of C/EBPα (Gustafen et al., 2003; Park et al., 2004) .
The temporal process of adipocyte differentiation is activated by initial transient increases in the C/EBP isoforms, β and δ, that precede the induction of PPARγ and C/EBPα in response to adipogenic signals (Figure 4) (Tang et al., 2004) . C/EBPβ modulates C/EBPα expression, and C/EBPβδ heterodimers modulate PPARγ expression (Clarke et al., 1997; Wu et al., 1996; Wu et al., 1999) . Furthermore, ligand-activated PPARγ is capable of inducing C/EBPα expression by dislodging the adipogenic suppressor HDAC1 (Zuo et al., 2006) . Concurrently, the downregulation of histone deacetylases stimulates adipocyte differentiation in 3T3-L1 cells (Yoo et al 2006) . C/EBPβ is also capable of independently inducing PPARγ, as shown in PPARγ (deficient) +/− mouse embryo fibroblasts, leading to subsequent activation of adipogenesis, including C/EBPα expression (Zuo et al., 2006) . C/EBPα, in turn, can influence C/EBPβ protein isoform and PPARγ expression through a positive feedback loop (Burgess-Beusse et al., 1999; Clarke et al., 1997) . In summary, C/EBPβ expression increases that of PPARγ, which in turn activates C/EBPα expression, leading to induction of differentiation.
The process of adipocyte differentiation is modulated by a series of anti-adipogenic regulators, including the members of the C/EBP family; C/EBPβ-LIP (liver inhibitory protein) and C/EBP homologous protein (CHOP; also called C/EBPζ or GADD153 [growth arrest and differentiation-dependent gene 153]) (Batchvarova et al., 1995; Karagiannides et al., 2001; Welm et al., 2000) . These form heterodimers with other C/EBP family members that lack transactivating regions, creating dominant negative factors that act as inhibitors of adipogenesis. Upstream of these anti-adipogenic factors is the protein, (CUG) triplet repeat RNA-binding protein (CUGBP), which controls the alternative translation of adipogenic (C/ EBPβ-LAP)/anti-adipogenic inhibitory (C/EBPβ-LIP) isoforms from C/EBPβ RNA, leading to increased production of the low molecular weight LIP isoform (Karagiannides et al., 2006; Timchenko et al 1999) .
Adipogenesis and Aging
The capacity of preadipocytes to become fully functional mature adipocytes declines with age ( Figure 3) (Karagiannides et al., 2001 ). Since adipocyte differentiation and maintenance of the fat cell phenotype are dependent on the transcription factors, C/EBPα and PPARγ, changes that occur with age in adipocytes may be a consequence of changes in expression of these key adipogenic transcription factors. Indeed, expression of C/EBPα, C/EBPδ, and PPARγ is substantially lower in differentiating preadipocytes isolated from old than from young rats (Karagiannides et al., 2001; Karagiannides et al., 2006) . Overexpression of C/EBPα in preadipocytes from old rats restores capacity to accumulate lipid and acquire the fat cell phenotype, implying that there are changes with aging in mechanisms controlling differentiation upstream of these adipogenic transcription factors. Therefore, an important change in the differentiation process with aging is the inability to maintain adequate levels of these key adipogenic regulators (Karagiannides et al., 2001; Karagiannides et al., 2006) . These declines in adipogenic transcription factor expression and activity in differentiating preadipocytes would be expected to influence the function of the adipocytes that develop from them, since continued activation of downstream target genes is required for maintenance of the normal adipocyte phenotype. For example, reduced C/EBPα expression in adipocytes contributes to impaired glucose tolerance through impairing insulin-sensitive glucose transporter 4 (GLUT4) expression (El Jack et al., 1999) . Genes downstream of PPARγ, including aP2, carnitine palmitoyl transferase-1 (CPT1), and PPARγ co-activator 1α (PGC1α), are involved in regulating the pathways of fatty acid handling and mitochondrial function (Lehrke and Lazar, 2005; Slawik and Vidal-Puig, 2006) . The expression and activity of PGC1α declines with age in various tissues, causing a shift from fuel oxidation to storage with accumulation of lipotoxic fatty acids, which has been associated with insulin resistance and diabetes (Ling et al., 2004; Slawik and Vidal-Puig et al., 2006; Tchkonia et al., 2007) . Decline in capacity to express and maintain lineage-specific transcription factors at appropriate levels could be a general age-related phenomenon. Changes with age in lineage-specific transcription factors in bone (Moerman et al., 2004) and muscle (Lees et al., 2006 ) also lead to dysdifferentiation of their respective precursor cells.
The expression of adipogenic C/EBPα, C/EBPδ, and PPARγ is substantially lower in differentiating preadipocytes isolated from old than young animals, whereas the expression of anti-adipogenic factors, C/EBPβ-LIP and CHOP, increases (Figure 4) (Karagiannides et al., 2001; Karagiannides et al., 2006) . Interestingly, total C/EBPβ mRNA does not change with aging. What occurs is a switch from the generation full length C/EBPβ mRNA to the production of the truncated isoform, C/EBPβ-LIP, that lacks the transactivating domain of full length isoforms. Increases in C/EBPβ-LIP and CHOP occur in response to stress induced by DNA damage, cytokines, and metabolic dysfunction (Karagiannides et al., 2001 ,Karagiannides et al., 2006 . Both C/EBPβ-LIP and CHOP increase with aging in cultured preadipocytes, isolated fat cells, and fat tissue in vivo (Karagiannides et al., 2001) . Overexpression of C/EBPβ-LIP in preadipocytes from young rats impairs adipogenesis, as occurs in preadipocytes isolated from old rats (Karagiannides et al., 2001 ). Furthermore, since C/EBPβ is capable of independently inducing the expression of PPARγ (Zuo et 2006) , the inhibitory activity of C/EBPβ-LIP could account for some of the decrease in PPARγ expression with age ( Figure 4) .
What is the mechanism for the increase in C/EBPβ-LIP translation with aging or stress? CUG triplet repeat binding protein 1 (CUGBP1), which binds to C/EBPβ mRNA causing the preferential translation of C/EBPβ-LIP isoform Welm et al., 2000) , is elevated in aged preadipocytes (Karagiannides et al., 2006) . Age-related changes in CUGBP translational regulation of production of C/EBP isoforms have been found in other tissues . Age-mediated induction of CUGBP1 significantly increases translation of truncated isoforms of C/EBPβ in cultured hepatocytes and in the liver .
The increase in CUGBP1 abundance and in vitro binding activity that occurs with aging predisposes undifferentiated preadipocytes to resist adipogenesis. CUGBP1 siRNA interference causes a reduction in C/EBPβ-LIP and an increase in adipogenesis in preadipocytes isolated from old animals, whereas CUGBP1 overexpression increases C/ EBPβ-LIP, subsequently inhibiting the expression of C/EBPα and lipid accumulation in differentiating rat preadipocytes (Karagiannides et al., 2006) . The effect of CUGBP1 on differentiation is extremely time and stage sensitive, occurring shortly before the initiation of adipogenesis (Karagiannides et al., 2006) . CUGBP1 abundance and activity increases in undifferentiated preadipocytes with aging, contributing to decreased ability to differentiate and fat tissue dysfunction (Karagiannides et al., 2006) .
One of the stimuli that can increase CUGBP activity is TNFα, which increases in fat tissue with age (Morin et al., 1997) . TNFα is produced by both macrophages (Weisberg et al., 2003) and preadipocytes (Chung et al., 2004; Curat et al., 2006) . TNFα impacts adipose tissue by interfering with preadipocyte differentiation, and causes lipolysis, decreased fat cell size, and reduced insulin responsiveness (Hube et al., 1999) . The effects of TNFα on preadipocytes appear to be fat depot-dependent. Preadipocytes cloned from different human fat depots respond with different sensitivity to TNFα, with those isolated from omental depots being the most susceptible to apoptosis (Tchkonia et al., 2005) . TNFα receptor knockout mice have enlarged fat depots (Uysal et al., 1998) . Furthermore, TNFα inhibits C/EBPα and PPARγ expression and activity in differentiating preadipocytes (Stephens et al., 1992; Zhang et al., 1996) . In agreement with this, TNFα induces C/EBPβ-LIP expression (Baldwin et al., 2004) and up-regulates CUGBP1 expression (Karagiannides et al., 2006) . TNFα also causes serine phosphorylation of IRS-1, resulting in impaired insulin/IGF-1 signaling (Hotamisligil et al., 1996) , which is required for adipogenesis. TNFα is known to increase CHOP (Xu et al., 2004) . Thus TNFα inhibits adipogenesis through multiple mechanisms. Whether elevated TNFα in fat tissue is a result of increased expression of this cytokine by preadipocytes or is a result of increased macrophage infiltration remains to be elucidated.
Preadipocytes from different fat depots are distinct cell types
Aging is associated with reduction of fat depot sizes, redistribution of fat among depots, and deposition of fat outside fat depots. Visceral fat accumulation and loss of subcutaneous fat is a common phenomenon associated with aging. This shift toward an increase in central fat could be a key factor in the development of metabolic disorders (Bryhni et al., 2005; Kirkland et al., 2002) . Since new mature adipocytes appear throughout adulthood, regionally distinct cell dynamic properties of preadipocytes could contribute.
We identified that human subcutaneous, mesenteric, and omental preadipocytes isolated from the same subjects and cultured under identical conditions maintained fat depot-specific characteristics even after many population doublings ex vivo (Tchkonia et al., 2005; Tchkonia et al., 2006b ). This indicates existence of inherent mechanisms contributing to depot-specific properties. Subcutaneous preadipocytes exhibit higher replicative potential, adipogenic transcription factor expression, lipid accumulation, and less TNFα-induced apoptosis than omental preadipocytes. We found that two subtypes of preadipocytes exist with different capacities for replication, differentiation, and susceptibility to TNFα-induced apoptosis (Tchkonia et al., 2005) . These subtypes can convert one to another and the ratio of the subtypes varies among fat depots. Subcutaneous fat is rich in preadipocytes of the rapidly replicating and differentiating subtype, whereas the slowly replicating and differentiating subtype is abundant in omental depots. Interestingly, mesenteric preadipocyte cell-dynamic characteristics are distinct from omental cells, indicating that visceral fat is not homogeneous. Regionally distinct cell dynamic properties, as well as subtype abundance, are preserved in depot-specific cell strains derived from single preadipocytes by stably expressing human telomerase reverse transcriptase (hTERT) (Tchkonia et al., 2006b) . Differences in preadipocyte cell dynamic properties and in preadipocyte subtype abundance among depots could affect the capacities of different fat depots to alter in size and function in response to aging and changes in nutritional, paracrine, and hormonal states.
Not only do preadipocytes isolated from subcutaneous, mesenteric, and omental depots maintain depot-specific dynamic properties, they also exhibit unique patterns of gene expression, supporting the contention that depot-specific characteristics inherent to preadipocytes contribute to regional differences in function (Tchkonia et al., 2007) . Comparison of gene expression profiles using genome-wide arrays indicate similar patterns of developmental gene expression in primary and single cell-derived hTERT clones across fat depots. Over 900 transcripts were identified that are differentially expressed among depots (Tchkonia et al., 2007) . Adipogenic transcription factors (PPARγ2 and C/EBPα) and their downstream targets (aP2, adipsin, sterol regulatory element binding protein 1, perilipin, hormone sensitive lipase, apolipoprotein E, lipoprotein lipase, and glycerol-3-phosphate dehydrogenase) are differentially expressed in a coordinated, depot-specific manner. Remarkably, developmental genes are prominent among the transcripts differentially expressed in undifferentiated preadipocytes from different depots (Tchkonia et al., 2007) . Some of these developmental regulators, for example, homeobox genes, regulate differentiation, replication, and apoptosis and may contribute to the regional differences of cell dynamics associated with aging. The inherent regional differences in their expression as well as regional variation in preadipocyte cell dynamics may result from differences in epigenetic patterning among depots. Interestingly, based on our preliminary findings, depot-specific expression patterns in rat preadipocytes persist and are amplified with aging (unpublished observation).
The capacity of human preadipocytes to differentiate and express adipogenic transcription factors declines with successive cell divisions, as does telomere length (Tchkonia et al., 2006b) . Preventing telomerase shortening by stably expressing hTERT forestalls the decline in capacity for adipogenesis with increasing numbers of cell divisions. We found that omental preadipocytes replicate more slowly than subcutaneous cells (Tchkonia et al., 2001) and that telomeres are shorter in omental than subcutaneous preadipocytes (Tchkonia et al., 2006b ). Thus, one mechanism potentially contributing to the earlier loss of subcutaneous than visceral fat with aging is the more extensive replicative history and, therefore, greater relative decline in capacity for adipogenesis, in subcutaneous compared to omental preadipocytes.
Increased accumulation of fat outside fat depots with aging
Aging is associated with the accumulation of lipids outside fat depots, including in muscle, liver, and bone, potentially contributing to dysfunction of these organs. For example, increased fat accumulation is related to the development of insulin resistance and glucose intolerance in muscle and reduced mineral density in bone (Rosen et al., 2004; Slawik and Vidal-Puig, 2006) . What mechanisms are responsible for age-related accumulation of fat outside fat depots?
The age-associated decline in fat mass and adipose tissue ability to store lipids could contribute to the redistribution of fat into other tissues. Fat loss and redistribution also occurs in lipodystrophic syndromes. Examples of these, such as familial partial lipodystrophy and highly active retroviral therapy (HAART), are associated with the accumulation of lipid in the liver and other tissues and subsequent development of diabetes (Capeau et al., 2005; Domingo et al., 2005) . Another model of adipose tissue loss is transgenic mice in which SREBP-1c, a transcription factor involved in lipid biosynthesis (Sewter et al., 2002) , is over-expressed, blocking development of fat tissue (Shimomura et al., 1998) . Again, loss of adipose tissue in this model results in lipid accumulation in liver and development of diabetes (Shimomura et al., 1998) . Interestingly, SREBP-1c expression is inhibited by TNFα, one of the age-associated cytokines (Sewter et al., 2002) . Therefore, extensive adipose tissue loss can result in increased fat accumulation outside fat depots with clinical consequences.
Another mechanism for the accumulation of fat in non-adipose tissue with age could be the dysdifferentiation of multipotent mesenchymal progenitors, which are in muscle, bone marrow, and other tissues, into adipocyte-like cells instead of cell types appropriate for their tissues. Muscle satellite cells, osteoblast precursors, and other mesenchymal progenitors can acquire features of adipocytes, including the ability to express aP2 and PPARγ2, accumulate lipid, and develop the appearance of adipocytes . Of mesenchymal cell types, macrophages most closely resemble preadipocytes. Both cell types can express aP2, PPARγ and many of the same cytokines (Charriere et al., 2003; Kirkland et al., 2002) . Increased expression of aP2 by macrophages is associated with accelerated development of atherosclerosis in the apolipoprotein E deficient mouse (Makowski et al., 2001) . Like other mesenchymal progenitor cells, preadipocytes themselves isolated from old rats do not differentiate into fully functional fat cells and instead assume a partial adipocyte phenotype (Karagiannides et al., 2001; Karagiannides et al., 2006) . Dysdifferentiation of mesenchymal progenitors into mesenchymal adipocyte-like default (or MAD) cells in muscle, marrow, fat tissue, and elsewhere, could result from age-associated stress response pathway activation .
Summary
Aging is associated with impaired adipose tissue function. Changes in cell dynamics of the fat cell progenitor pool could contribute significantly. Evidence is mounting that the capacities of preadipocytes for replication, differentiation, and resistance to apoptosis decline with aging. Along with extrinsic microenvironmental factors, inherent, genetic or epigenetic properties of preadipocytes may underlie age-and depot-associated changes in fat tissue. Genetic or epigenetic properties of preadipocytes may set the stage for the pace and extent of age-related changes in adipose tissue function. Inherent aging changes in preadipocyte function may reflect a general aging phenomenon across mesenchymal tissues, since the same trends are observed in muscle and bone progenitors. The relative contribution of inherent and microenvironmental mechanisms to age-related changes in fat tissue characteristics and metabolic function remain to be elucidated. Future research will continue to address this, yet a growing body of evidence is mounting indicating the importance of the inherent changes in preadipocyte properties to age-related metabolic dysfunction.
Figure 1. Diagram of age-associated changes in fat distribution
Fat mass reaches a peak by middle or early old age, followed by a substantial decline in advanced old age. Aging causes a loss of subcutaneous fat (peripherally first and then centrally), accumulation of visceral fat, and ectopic fat deposition (in muscle, liver, bone marrow, and elsewhere). White circles represent subcutaneous fat, red circles represent visceral fat, and yellow circles represent the appearance of fat in non adipose tissue. Arrows and transcription factors in green indicate adipogenic pathways. Arrows and factors in red indicate antiadipogenic pathways. Age-related activation of cellular stress response pathways, coupled with increased preadipocyte cytokine generation, could trigger increased production of the antiadipogenic factors, C/EBPβ-LIP and CHOP. C/EBPβ-LIP and CHOP inhibit the production of the adipogenic transcription factors, PPARγ and C/EBPα, resulting in impaired adipogenesis and reduced expression of differentiation-dependent genes in fat cells. Reduced adipogenesis contributes to fat cell dysfunction, reduced fat depot size, and redistribution of fat to non-adipose tissues.
